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REMARKS 



Applicants respectfully request entry of amendments to claims 20-22 and cancel claim 
23. Claims 1-19 and 26-28 are withdrawn, without prejudice or disclaimer. Support for the 
amendments can be found throughout the specification, including p. 14, 11. 1-15; p. 14, 1. 28 
bridging to p. 15, 1. 9; p. 15, 11. 16-24; p. 16, 11. 15-24; p. 19, 1. 10 bridging to p. 21, 1. 22; p. 29, 
11. 1 1-20; p. 30, 11. 21-29; p. 31, 1. 25; Examples 8 and 10-12, and the originally filed claims and, 
therefore, do not add new matter. 

Applicants submit that pending claims 20-22, 24, 25, and 29 are in condition for 
allowance, and respectfully request that the claims as amended be entered. 

Rejection Under 35 U.S.C. §112, First Paragraph 

Claims 20-25 and 29 stand rejected under 35 U.S.C. §112, first paragraph, as allegedly 
lacking enablement. 

Applicants traverse the rejection as it might apply to the amended claims, including 
claims dependent therefrom, for the reasons given below. 

The Office Action alleges, in pertinent part, "[w]hether sufficient claimed cells can be 
obtained in the artificial device inside or outside a subject and whether those claimed cells can 
provide sufficient liver specific biological activity to treat any liver disorder or disease in said 
subject were unpredictable at the time of the invention." Further, the Action states that "[the 
claims read on using the claimed cells for treating a subject having compromised liver function 
alone," including concerns about phenotypic/functional characteristics of the cells, and whether 
such cells would be able to provide sufficient liver specific activities for treating a subject having 
compromised liver function. The Action goes on to imply that the claims scope is not enabled 
with respect to the numerous different liver diseases or disorders. Moreover, as the claims 
encompass cells clonally derived from the cells of ATCC accession no. CRL- 12461, such 
derivatives could deviate from the parental CRL- 12461. 

As the amended claims no longer recite "cells clonally derived from cells deposited as 
ATCC accession No. CRL- 12461," this aspect of the rejection is rendered moot. With respect to 
the other issues, Applicants have amended the claims to recite that 1) cells are cultured on a 



GT\65 14659.1 
355439-25 



In re Application of: 

Triglia and Purchio 



PATENT 

Attorney Docket No. VITA1 120-1 



Application No.: 10/723,590 
Filing Date: November 25, 2003 
Page 8 

surface in an extracorporeal bio-artificial liver device; 2) the device comprises a hollow fiber 
cartridge formed from a material which has a pore size of about 0.1 um to 0.3 um, and wherein 
the cartridge is at least 1400 cm ; and 3) the cultured cells interact with the blood to provide bio- 
artificial liver support for the subject. 

Further, that the device as claimed functions as predicted is supported by a Declaration 
under 37 C.F.R. §1.132 that describes the results of a Phase I clinical device, which results show 
the biocompatibility, safety, and efficaciousness of an extracorporeal liver assist device (i.e., 
ELAD) comprising the cells as claimed. Moreover, the device has been proven to be effective. 

Again, the specification clearly teaches 1) critical liver functions that must be considered 
(see, e.g., p. 14, 11. 16-27), 2) use of polarized aggregates in hollow cartridge devices (see, e.g., p. 
20, 1. 26 bridging to p. 21, 1. 6), including the devices themselves (see, e.g., p. 19, 1. 10 bridging 
to p. 21, 1. 6), 3) cell density to achieve necessary function (see, e.g., p. 20, 1. 26 bridging to p. 
21,1. 6), and 4) a specific disease to be treated (e.g., Fulminant hepatic failure (FHF), at p. 17, 1. 
18 bridging to p. 18, 1. 9 and p 18, 11. 10-24), including that it is well known that subjects 
suffering from FHF have low albumin (see, e.g., 

http//homepage.mac.com/guitarbloke/Surgical_sieve/Hepatobiliary/Liver/Hepat_FHF.htmO a 
specific protein that is produced by the cells as claimed (see, e.g., Example 4, Table 1). 

Further, because the claims expressly recite a specific C3A cell type to be used in the 
device/methods (i.e., cell line deposited as ATCC accession No. CRL-12461, wherein the cells 
have a doubling time in serum- free medium which is less than about 70% of the doubling time in 
serum-free medium for C3A cells), the claims do not embrace "any and all" C3 A derivatives. 
Moreover, the claims are enabled because the specification provides prediction of function based 
on tested and workable materials and designs of prosthetics which were well known in the art at 
the time the application was filed (see, e.g., p. 19, 1. 29 bridging to p. 20, 1. 25), including that, as 
evidenced by the accompanying Declaration, the device as claimed functions as predicted. 

Thus, one of skill in the art could practice the invention as claimed, in the absence of 
undue experimentation. For these reasons, Applicants respectfully request that the rejection, 
including as it may be applied to the amended claims, be withdrawn. 
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Rejection Under 35 U.S.C. §103 

Claims 20 and 21 stand rejected under 35 U.S.C. §103(a), as allegedly being unpatentable 
over Spiering et ah in view of Price et al. 

Applicants traverse the rejection as it might apply to the amended claims, including 
claims dependent therefrom, for the reasons given below. 

To establish a prima facie case of obviousness, three basic criteria must be met. First 
there must be some suggestion or motivation in the references themselves or in knowledge 
generally available to one of skill in the art, to modify the reference or combine the reference 
teachings. Second, there must be a reasonable expectation of success. And, finally the prior art 
reference (or references when combined) must teach all claim limitations. The teaching or 
suggestion and reasonable expectation of success must both be found in the prior art and not in 
Applicants' disclosure. (See MPEP §706.02(j)). 

Applicants submit that because the cited references would not result in cells having the 
properties as claimed, one of skill in the art would not be motivated to combine the reference 
teachings. 

Review of Spiering et al. demonstrates that the device used comprises Hepatix C3 A cells 
for an extracorporeal device. James H. Kelly, which is a co-author of the Spiering et al. Abstract 
describes the properties of these C3A cells in U.S. Pat. No. 5,290,684 (see Exhibit A, where 
ATCC No. CRL-10741 describes C3A [HepG2/C3A; derivative of HepG2]). 

The cells of the present invention have the specific property of having a doubling time in 
serum-free medium (SFM) which is less than about 70% of the doubling time in serum-free 
medium for C3A cells. Thus, as the cells taught in Spiering et al. are C3A cells, and the cells of 
the present claims are cells of the CRL- 12461 deposit, which are derived from C3A cells, the 
cells of the present claims cannot be the same as the hepatix C3 A cells as taught by Spiering et 
al. 

Further, Price et al. do not cure this deficiency. This is because, even if, ad arguendo, 
Price et al. do teach the use serum free media, this alone would not lead one of skill in the art to 
conclude that for "C3 A cells in SFM it is inherent that the resulting clonal C3 A cells would have 
a doubling time in SFM significantly less than the doubling time of the parent C3 A cells in SFM 



GTA65 14659.1 
355439-25 



In re Application of: 

Triglia and Purchio 



PATENT 

Attorney Docket No. VITA1 120-1 



Application No.: 10/723,590 
Filing Date: November 25, 2 003 
Page 10 

as claimed in the instant invention" (page 1 1 , Office Action of May 9, 2006), since the effect of 
SFM on doubling time is not so predictable. Or put another way, based on the conclusion 
offered in the Action, culturing cells in SFM will always result in cells whose doubling time will 
be significantly less that the doubling time of the parent from which it is derived. Applicants 
submit that such a conclusion is simply incorrect. 

For example, as a general rule, one of skill in the art would expect cells grown in SFM to 
have an increased doubling time, if the cells grow at all (see, e.g., Shapiro and Wagner In Vitro 
Cell Dev Biol (1988) 24(4):299-303; Exhibit B, which demonstrates that when H-35 rat 
hepatoma cells are grown in unsupplemented medium, the cells had a doubling time of 46 hours 
(in 10% FBS, the doubling time was 17 hours)). Even when the serum free medium was 
supplemented with transferrin and insulin, the growth rate only equaled the rate seen for 10% 
FBS. For other cells, the direct opposite may be seen, as such an effect of SFM cannot be known 
apriori. At best, the combination represents an example of "obvious-to-try," and it is axiomatic 
that "obvious to try" is not the standard under § 103. In re OTarrelj , 853 F.2d 894, 7 U.S.P.Q.2d 
1673, 1681 (Fed. Cir. 1988). 

Therefore, because the teachings of Spiering et al. would not result in cells inherently 
possessing the property as described for the cells of the CRL- 12461 deposit when combined with 
the teachings of Price et al., one of skill in the art would not have an expectation of success, since 
the invention as claimed would not be achieved in view of such teachings. Therefore, one of 
skill in the art would not be motivated to combine such teachings. 

Applicants submit that because there is no reasonable expectation of successfully 
achieving the invention as claimed, there is no motivation to combine the cited references, thus, 
no prima facie case for obviousness exists. For these reasons, Applicants respectfully request 
that the rejection, including as it might be applied against the amended claims, be withdrawn. 
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Conclusion 

Applicants submit that pending claims 20-22, 24, 25, and 29 are in condition for 
allowance, or are in better condition for appeal. The Examiner is invited to contact Applicants' 
undersigned representative if there are any questions relating to this submission. 

Check number 5855 1 5 in the total amount of $845.00 is enclosed as payment for a 
Request for Continued Examination (RCE) fee and a Three Month Petition for Extension of 
Time fee (minus a One Month Extension of Time fee previously paid). No other fee is deemed 
necessary in connection with this submission. However, the Commissioner is hereby authorized 
to charge any fees required by this submission, or credit any overpayments, to Deposit Account 
No. 07-1896 referencing the above-identified docket number. A copy of the Transmittal Sheet is 



Date: April 24, 2007 



enclosed. 
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